MICs were determined by the broth microdilution method following the procedure outlined by the National Committee for Clinical Laboratory Standards (NCCLS) (8). When Haemophilus influenza, Neisseria meningitidis, and nonenterococcal streptococci were tested, the Mueller-Hinton broth was supplemented with 3% lysed horse blood, and for H. influenza 25 ,ug of NAD per ml was also added. The concentrations of drugs tested were serial twofold dilutions ranging from 64 to 0.06 ,ug/ml for cefotiam and cefamandole and from 32 to 0.06 ptg/ml for cefuroxime. Disk diffusion tests were carried out according to the procedures of the NCCLS (9). Except for N. meningitidis, the clinical isolates listed in Table 1 were tested by both methods. spp., Morganella morganii, and Streptococcus agalactiae. All three drugs were inactive against Proteus vulgaris, Serratia marcescens, nonfermentative gram-negative bacilli, and enterococci. Cefotiam and cefuroxime, in contrast to cefamandole, were not adversely influenced by the Plactamase production of H. influenza and Staphylococcus aureus. The latter drug had MICs against ,-lactamase producers that were fourfold greater than those against ,-lactamase-negative strains.
Co., Indianapolis, Ind.; and cefuroxime by Glaxo, Inc., Research Triangle Park, N.C. For the disk diffusion test, 30-,ug cefotiam-impregnated disks (lot no. 402561) were obtained from BBL Microbiology Systems, Cockeysville, Md. These were prepared to contain approximately 110% of stated potency. Commercially prepared 30-ptg cefamandole disks were also obtained from BBL (lot no. 308528).
MICs were determined by the broth microdilution method following the procedure outlined by the National Committee for Clinical Laboratory Standards (NCCLS) (8) . When Haemophilus influenza, Neisseria meningitidis, and nonenterococcal streptococci were tested, the Mueller-Hinton broth was supplemented with 3% lysed horse blood, and for H. influenza 25 ,ug of NAD per ml was also added. The concentrations of drugs tested were serial twofold dilutions ranging from 64 to 0.06 ,ug/ml for cefotiam and cefamandole and from 32 to 0.06 ptg/ml for cefuroxime. Disk diffusion tests were carried out according to the procedures of the NCCLS (9) . Except for N. meningitidis, the clinical isolates listed in Table 1 were tested by both methods. Fig. 1 . Based on published pharmacokinetic data for cefotiam (3, 4) and in conformity with the breakpoints of other broad-spectrum cephalosporins, the following MIC breakpoints were chosen: susceptible, <8.0 ,ug/ml; resistant, .32 ,xg/ml; and intermediate, 16 ,ug/mI. With these MIC breakpoints, regression analysis of the data in Fig. 1 cefotiam disks after 48 h. These slow-growing inner colonies probably represent resistant subpopulations that were able to grow after overnight incubation in the broth dilution tests. Only six isolates continued to provide unexplained very major errors, and this approaches a more acceptable 1% very major error rate. To determine whether an inoculum effect was a factor influencing variability in MICs, 57 isolates of Enterobacteriaceae representing eight species (Enterobacter spp., C. freundii, and indole-positive Proteeae) were tested with two inocula: the standard inoculum of 5 x 105 CFU/ml and an inoculum of 5 x 106 CFU/ml. With an inoculum of 5 x 106 CFU/ml, cefotiam MICs were substantially increased, averaging 3.34 log2 concentrations higher (range, 0 to >8 log2 concentrations). This was slightly more than twice the MIC increase observed with cefamandole when the same organisms were tested under the same conditions. For cefotiam, the inoculum effect appears to be significant in the range of 105 to 106 CFU/ml. The standard method of inoculum preparation, using a 0.5 McFarland standard, often results in viable cell counts varying over a 1.0-to 1.5-logl0 range ofcell concentrations (1) . Consequently, it seems reasonable to attribute the day-to-day variability in MICs, at least in part, to minor variability in the inoculum, the effect of which appears to be profound with this cephalosporin.
To address the issue of delayed appearance of colonies within zones of inhibition with disk diffusion tests, 93 Enterobacteriaceae isolates were tested by the disk diffusion test, read at 18 and 48 h, and correlated with their MICs.
Only those organisms with inhibitory zones of .15 mm were evaluated ( Table 2 ). The delayed appearance of four or more colonies within the inhibitory zone strongly correlated with cefotiam MICs of .16 ,ug/ml (63%) and was rare (2%) among organisms with MICs of s8.0 ,ug/ml. Colonies within the zones of inhibition were subcultured and retested by the disk diffusion procedure. The results were identical to those of tests with the parent strains. A similar but much less marked effect was seen with cefamandole (Table 2 ). This phenomenon might be explained by delayed cephalosporinase induction at the edge of the zone of inhibition.
Fourteen strains of Enterobacteriaceae representing problem isolates in the previous study (four Enterobacter cloacae, four Enterobacter aerogenes, four Enterobacter agglomerans, one C. freundii, and one P. stuartii strain) that J. CLIN. MICROBIOL. Quality control parameters for a single test with a 30-,ug cefotiam disk were determined according to the procedure described by Gavan et al. (6) . This nine-laboratory collabo-
